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Saxena et al., page 410
Type 2 diabetes (T2D) is a major health problem in the
developing world, but most studies aimed at discovering
genetic risk factors have focused on single ethnic groups.
However, understanding whether the genetics that
underlie T2D susceptibility span ethnicities or whether
they are population specific will be important for making
informed decisions about screening and treatment. In
this issue, Saxena et al. report on a large meta-analysis,
spanning 39 GWASs, that aimed to identify loci associated
with T2D and to assess the contribution of said loci to risk
across different ethnicities. In addition to discovering risk-
associated loci specific to individuals of European and
African descent, they identified one locus, BCL2, in which
variants conferred risk across ethnicities. But just how do
BCL2 variants contribute to T2D risk? Do the mutant
versions of this pro-apoptotic protein differentially affect
b cell death? Or, as recent research suggests, is the effect
mediated by BCL2’s role in exercise-induced autophagy,
a process crucial for glucose homeostasis in muscle tissue?
As with all large association studies, there are many unan-
swered questions, but the prospect of gaining insight into
T2D etiology across diverse populations suggests that
follow-up studies will not lag too far behind.Haplotypes for Huntington Disease
Lee et al., page 434
Huntington disease (HD) is a devastating neurodegenera-
tive disorder that has an average age of onset of 44 years
and causes death ~16 years later. The genetic determinant
is a CAG repeat expansion in huntingtin (HTT). In addi-
tion to determining inheritance, the number of repeats
also determines penetrance and, to a large extrent, the
age of onset. However, other factors are at play. Why
does the age of onset vary so much within families? One
attractive model is that a cis-acting modifier, perhaps
located within the HTT locus, is involved. In this issue,
Lee et al. seek to better define this heritable component
through a search for disease-associated SNPs. Surprisingly,
the strongest signals are far from the HD mutation, ruling
out a local effect. Their work also shows that a small
number of local haplotypes account for nearly all HD chro-
mosomes. In line with the fact that the strongest SNP asso-1Deputy Editor, AJHG
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are associated with neither repeat expansion length nor
age of onset. Moreover, the most common control haplo-
types show no evidence of trans-modifying effects. These
findings suggest that the search for modifiers will continue
and will focus on other genomic neighborhoods.Too Much Manganese
Tushl et al., page 457; Quadri et al., page 467
Although essential for cellular function, overexposure to
manganese (Mn) is neurotoxic. Previous studies have iden-
tified individuals who exhibited classic hypermanganese-
mia symptoms, including dystonia and polycythemia,
but who had not experienced Mn overexposure. Indeed,
the brains and livers of these individuals accumulate Mn
levels that are higher than those seen in classic manganese
intoxication, suggesting that the defect is caused by disrup-
ted homeostasis. Unfortunately, themechanisms by which
the cell regulates Mn levels and localization have remained
poorly understood. Tushl et al. and Quadri et al. set out to
uncover the cause of this condition, and in this issue, they
report that mutations in SLC30A10 are to blame. Their
work shows that, instead of encoding a zinc transporter,
SLC30A10 actually encodes a manganese transporter.
Whether variants in this transporter influence the
response to Mn exposure in a nondisease setting remains
unknown, but this seems to be a question worth pursuing.
Indeed, with an increasing appreciation of the role that
manganese overexposure can play in a variety of neurolog-
ical and neurodegenerative disorders, this work sets the
stage for several lines of research.You Look Familiar
Paternoster et al., page 478
Family resemblances are difficult to ignore. While poring
over old photographs, you might catch a glimpse of
a familiar nose or a prominent chin. Also, we are all aware
of the fuss that is made in determining whose looks
a newborn has inherited. Indeed, numerous lines of
research support the role of genetics in craniofacial
morphology, but many of these studies have examined
pathological conditions. To gain insight into the genetics
that underlie normal facial morphology, Paternoster et al.
make use of recent advances in imaging technology toGenetics. All rights reserved.
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measure the faces of over 2,000 teenagers. They then apply
this information in a GWAS and identify a PAX3 variant
that is associated with nasion position, that is, the location
of where the nose meets the forehead. Mutations in PAX3
cause Waardenburg syndrome, whose characteristics
include a broad nasal bridge, indicating that variants in
this gene, both rare and common, affect similar biological
processes. Future work, most likely coupled with further
technological advances, will no doubt yield additional
clues about just how you inherited your mother’s cheeks
and your grandfather’s dimples.
The Mother of All Basques
Behar et al., page 486
Discussions of climate change have become increasingly
frequent in recent years; however, the relationship
between humans and climate is as old as humanity itself.
The effect of climate change, particularly the end of the
last ice age, on ancient European populations has been
the subject of much research. Genetic and archaeological382 The American Journal of Human Genetics 90, 381–382, March 9evidence points to a large-scale repopulation of much of
western and central Europe at this time, most likely origi-
nating from the Franco-Cambrian region, an area which
includes parts of modern-day France and Spain. Unique
among modern Europeans, the people of this region, the
Basques, speak a language that is unrelated to other
modern languages and that is considered to be a relic of
the ancient Franco-Cambrians. Because of the Basques’
history and geographic isolation, genetic studies can
provide great insight into European prehistory. In this
issue, Behar et al. performed a large-scale analysis of
mtDNA from modern-day Basques, and through compari-
sons with other Europeans, they identified six haplogroups
that are unique to the Basques and their immediate neigh-
bors. The Basques’ separation from the pan-European gene
pool could be estimated to ~8,000 years ago, a time that
precedes the arrival of Indo-Europeans. These findings
provide clear evidence that modern-day Basques descend
from the pre-Neolithic settlers of early Europe and also
provide a possible mechanism by which their unique
language has been preserved., 2012
